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WHAT IS CLAIMED IS: 



1 . A compound of the structure 



1 






— CH- 







wherein: 

D is H or OR a 

wherein R a is H or alkyl; 

A is a linear string of A 1 , A 2 , A 3 , A 4 , A 5 , A 6 5 A 7 and/or A 8 5 in any order, such 
that A 1 may occur in the string from 0 to 6 times; 

A 2 may occur in the string from 0 to 2 times; 

A 3 , A 4 , A 5 , A 6 , A 7 and/or A 8 may each occur in the string 0 or 1 time, 
such that the total number of linear A groups is 0 to 6; 



A 1 is — C— ; 

R 5 a 



A 2 is 



^5b ^5c 
-{C=C>— 



o 
II 



o 
II 



A 3 is — n— c — 9 -cycloheteroalkyl — c — 9 or 

R 5d 



■c — cycloheteroalkyl; 
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A 4 IS — C— ; 



A is cycloalkyl; 
A 6 is aiyl; 

A 7 is heteroaryl; and 

A 8 is cycloheteroalkyl, 

wherein R 5a , Rsa 1 , Rsb, Rsc, and Rsd are the same or different and are independently 
selected from H, alkyl, aryl, arylalkyl halo or nitro; 

B is amino, aminoalkyl, aminoalkyl, aminocycloalkyl, cycloheteroalkyl, aryl, 

o 

heteroaryl, alkylamino, carboxamido ( — nh 2 -c — ) or cycloalkyl; 

O 
II 

Ri is hydrogen, carboxy, alkoxycarbonyl, A 2 -aryl, — C — R7 , 



0 I 

-fc— Ih-I 



'(CH 2 ) 3 



Re 



o 

II 

-C-0-R7 



o 
II 

-C — N — R 7 
! 

R 8 



^,(CH 2 ) V ^ 

N : - 1 



V_iCH 2 ) w 



o 

II 

•c- 



/ 

\ 



(CH 2 ) Q ^Bi. 



(CH 2 )n 



O 
II 

■Re , — C— ch 2 — o— Rio ,-S0 2 -R 7 , 



-B 2 



"B 3 



o 



f 9 II H f 9 ? 9 II 

C-N-A 2 -N— C-R 4 5 C-N-A 2 -N— C-OR4 ? C-al kyl-S0 2 — R 7 ? 



R 9 



o 
II 



or 
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— C-aryl — S0 2 -R 7 ; 

R 2 and R3 are the same or different and are independently selected from 
5 hydrogen, or alkyl; 



X, is 



.? O I 

II II I I 

is — C~R 7 . — C N-H 



(CH 2 ), 



1 ( X 

-C— N Jf t 



Re 



V_iCH 2 ) w - 



10 



— c- 



/ 

\ 



(CH 2 ) Q 



(CH 2 )n 



-Bi. 



— j Rs , — C-alkyl-S0 2 -R 7 , 

^ B 2 



B 3 



O O 
II II 

-C-aryl S0 2 — R 7j C — CH 2 -Q— R x0 s — S0 2 -R 7 



O 



O Rn R q O 
II * 9 I " 



C — NH S0 2 — R 7 C-N-A 2 -N— C-R 4 



or 



O 



1 1 R * F 9 i? 

15 C-N-A 2 -N— C-OR 4 ; 



R4 and R 5 are the same or different and are independently selected from 
hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, 
A 2 -substituted cycloalkyl, aryl, substituted aryl, A 2 -aryl, A 2 -substituted aryl, 
20 heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A 3 -aryl, A 2 -aryl- 
A 3 -aryl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 -aryl-A 3 - 
heteroaryl, aryl-A 3 -heterocycloalkyl, A 2 -aryl-A 3 -heterocycloalkyl, aryl-A 3 -substituted 
aryl, A 2 -aryl-A 3 -substitued aryl, aryl-A 3 -substituted cycloalkyl, A 2 -aryl-A 3 -substituted 
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cycloalkyl, cycloalkyl- A 3 -cycloalkyl, A 2 -cycloalkyl-A 3 -cycloalkyl, cycloalkyl-A 3 - 
aryl, A 2 -cycloalkyl-A 3 -aryl, cycloalkyl-A 3 -heteroaryl, A 2 -cycloalkyl-A 3 -heteroaryl, 
cycloalkyl-A 3 -heterocycloalkyl, A 2 -cycloalkyl-A 3 -heterocycloalkyl, cycloalkyl- A 3 - 
substituted cycloalkyl, A2-cycloalkyl-A 3 -substituted cycloalkyl, cycloalkyl-A 3 - 
5 substituted aryl, A 2 -cycloalkyl-A 3 -substituted aryl, substituted cycloalkyl-A 3 - 
cycloalkyl, A2-substituted cycloalkyl-A 3 -cycloalkyl, substituted cycloalkyl-A 3 - 
substituted cycloalkyl, A 2 -substituted cycloalkyl-A 3 -substituted cycloalkyl, substituted 
cycloalkyl-A 3 -aryl, A 2 -substituted cycloalkyl-A 3 -aryl, substituted cycloalkyl-A 3 - 
heteroaryl, A2-substituted cycloalkyl-A 3 -heteroaryl, substituted cycloalkyl- A 3 - 

10 heterocycloalkyl, A 2 -substituted cycloalkyl-A 3 -heterocycloalkyl, substituted 
cycloalkyl-A 3 -substituted aryl, A 2 -substituted cycloalkyl- A 3 -substituted aryl, 
heteroaryl-A 3 -heteroaryl, A 2 -heteroaryl-A 3 -heteroaryl, heteroaryl-A 3 -cycloalkyl, A 2 - 
heteroaryl-A 3 -cycloalkyl, heteroaryl-A 3 -substituted cycloalkyl, A 2 -heteroaryl-A 3 - 
substituted cycloalkyl, heteroaryl-A 3 -aryl, A 2 -heteroaryl-A 3 -aryl, heteroaryl-A 3 - 

15 heterocycloalkyl, A 2 -heteroaryl-A 3 -heterocycloalkyl, heteroaryl-A 3 -substituted aryl, 
A 2 -heteroaryl-A 3 -substituted aryl, heterocycloalkyl-A 3 -heterocycloalkyl, A 2 - 
heterocycloalkyl-A 3 -heterocycloalkyl, heterocycloalkyl-A 3 -cycloalkyl, A 2 - 
heterocycloalkyl-A 3 -cycloalkyl, heterocycloalkyl-A 3 -substituted cycloalkyl, A 2 - 
heterocycloalkyl-A 3 -substituted cycloalkyl, heterocycloalkyl- A 3 -aryl, A 2 - 

20 heterocycloalkyl-A 3 -aryl, heterocycloalkyl-A 3 -substituted aryl, A 2 -heterocycloalkyl- 
A 3 -substituted aryl, heterocycloalkyl-A 3 -heteroaryl, A 2 -heterocycloalkyl-A 3 - 
heteroaryl, substituted aryl-A 3 -substituted aryl, A 2 -substituted aryl-A 3 -substituted aryl, 
substituted aryl-A 3 -cycloalkyl, A 2 -substituted aryl-A 3 -cycloalkyl, substituted aryl-A 3 - 
substituted cycloalkyl, A 2 -substituted aryl-A 3 -substituted cycloalkyl, substituted aryl- 

25 A 3 -aryl, A 2 -substituted aryl-A 3 -aryl, substituted aryl-A 3 -heteroaryl, A 2 -substituted 
aryl-A 3 -heteroaryl, substituted aryl-A 3 -heterocycloalkyl, and A 2 -substituted aryl-A 3 - 
heterocycloalky 1 ; 

R6 is hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 - 
30 cycloalkyl, A 2 -substituted cycloalkyl, aryl, substituted aryl, A 2 -aryl, A 2 -substituted 
aryl, aryl-A 3 -aryl, A 2 -aryl-A 3 -aryl, heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 - 
heterocycloalkyl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 
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aryl-A 3 -heteroaryl, aryl-A 3 -heterocycloalkyl, A 2 -aryl-A 3 -heterocycloalkyl, carboxy, 

alkoxycarbonyl, aryloxycarbonyl, C ISL , 9 alkoxycarbonylamino, 

\ 5 

aryloxycarbonylamino, arylcarbonylamino, -N(alkyl)(alkoxycarbonyl) ? 
-N(alkyl)(aryloxycarbonyl) 3 alkylcarbonylamino, -N(alkyl)(alkylcarbonyl), or 
5 -N(alkyl)(arylcarbonyl); 



m is an integer from 1 to 5; 



i? ,? 

Y is O, S, N-R4, N-SO2-R7, N — C — A3 R 7 , N-C— A 3 O-R7 , 

10 

o 0 00 

IT /"A II /^~\ II ^A II 

N-C— O A3— R 7 , N— \ ^y, N — C-N^ ^N — R 4 , N— C-N^ ^N — C R 7 



O .9 0 O 

IT II II ^~A || 

N-C— A 3 — C — R 7 , N— C-N^ ^N — C— CH 2 O R7 



OO O O ,9 

11 ^a 11 11 /-a 11 II 

15 N-C-N^ ^N — C O— R 7 ,or N— C-N^ ^N — C— C R 7 ; 



R7 is hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A2- 
cycloalkyl, A2-substituted cycloalkyl, aryl, substituted aryl, A2-aryl, A 2 -substituted 
aryl, heteroaryl, A2-heteroaryl, heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A3-aryl, 
20 A2-aryl-A 3 -aryl, aryl-A 3 -cycloalkyl, A2-aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 
aryl-A 3 -heteroaryl, aryl-A 3 -heterocycloalkyl, A2-aryl-A 3 -heterocycloalkyl, aryl-A 3 - 
substituted aryl, A2-aryl-A 3 -substitued aryl, aryl-A 3 -substituted cycloalkyl, A2-aryl- 
A 3 -substituted cycloalkyl, cycloalkyl- A 3 -cycloalkyl, A2-cycloalkyl-A 3 -cycloalkyl, 
cycloalkyl-A 3 -aryl, A2-cycloalkyl-A 3 -aryl, cycloalkyl-A 3 -heteroaryl, A 2 -cycloalkyl- 
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A 3 -heteroaryl, cycloalkyl- A 3 -heterocycloalkyl, A 2 -cycloalkyl-A 3 -heterocycloalkyl, 
cycloalkyl-A 3 -substituted cycloalkyl, A 2 -cycloalkyl-A 3 -substituted cycloalkyl, 
cycloalkyl-A 3 -substituted aryl, A 2 -cycloalkyl-A 3 -substituted aryl, substituted 
cycloalkyl-A 3 -cycloalkyl, A 2 -substituted cycloalkyl-A 3 -cycloalkyl, substituted 
cycloalkyl- A 3 -substituted cycloalkyl, A 2 -substituted cycloalkyl-A 3 -substituted 
cycloalkyl, substituted cycloalkyl-A 3 -aryl, A 2 -substituted cycloalkyl-A 3 -aryl, 
substituted cycloalkyl- A 3 -heteroaryl, A 2 -substituted cycloalkyl-A 3 -heteroaryl, 
substituted cycloalkyl-A 3 -heterocycloalkyl, A 2 -substituted cycloalkyl-A 3 - 
heterocycloalkyl, substituted cycloalkyl-A 3 -substituted aryl, A 2 -substituted cycloalkyl- 
A 3 -substituted aryl, heteroaryl-A 3 -heteroaryl, A 2 -heteroaryl-A 3 -heteroaryl, heteroaryl- 
A 3 -cycloalkyl, A 2 -heteroaryl-A 3 -cycloalkyl, heteroaryl-A 3 -substituted cycloalkyl, A 2 - 
heteroaryl-A 3 -substituted cycloalkyl, heteroaryl-A 3 -aryl, A 2 -heteroaryl-A 3 -aryl, 
heteroaryl-A 3 -heterocycloalkyl, A 2 -heteroaryl-A 3 -heterocycloalkyl, heteroaryl-A 3 - 
substituted aryl, A 2 -heteroaryl-A 3 -substituted aryl, heterocycloalkyl-A 3 - 
heterocycloalkyl, A 2 -heterocycloalkyl-A 3 -heterocycloalkyl, heterocycloalkyl-A 3 - 
cycloalkyl, A 2 -heterocycloalkyl-A 3 -cycloalkyl, heterocycloalkyl-A 3 -substituted 
cycloalkyl, A 2 -heterocycloalkyl-A 3 -substituted cycloalkyl, heterocycloalkyl-A 3 -aryl, 
A 2 -heterocycloalkyl-A 3 -aryl, heterocycloalkyl-A 3 -substituted aryl, A 2 - 
heterocycloalkyl-A 3 -substituted aryl, heterocycloalkyl-A 3 -heteroaryl, A 2 - 
heterocycloalkyl-A 3 -heteroaryl, substituted aryl-A 3 -substituted aryl, A 2 -substituted 
aryl-A 3 -substituted aryl, substituted aryl-A 3 -cycloalkyl, A 2 -substituted aryl-A 3 - 
cycloalkyl, substituted aryl-A 3 -substituted cycloalkyl, A 2 -substituted aryl-A 3 - 
substituted cycloalkyl, substituted aryl-A 3 -aryl, A 2 -substituted aryl-A 3 -aryl, substituted 
aryl-A 3 -heteroaryl, A 2 -substituted aryl-A 3 -heteroaryl, substituted aryl-A 3 - 




or 
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n and o are independently one or two provided that the sum of n plus o is two 
or three; 

v and w are independently one, two, or three provided that the sum of v plus w 
5 is three, four, or five; 

Rg is hydrogen, halo, amino, -NH(lower alkyl), -N(lower alkyl) 2 , nitro, alkyl, 
substituted alkyl, alkoxy, hydroxy, aryl, substituted aryl, A 2 -aryl, A 2 -substituted aryl, 
aryl-A 3 -aryl, A2-aryl-A 3 -aryl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, A 2 - 
10 substituted cycloalkyl, heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 - 

heterocycloalkyl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 
aryl-A 3 -heteroaryl, aryl-A 3 -heterocycloalkyl, or A 2 -aryl-A 3 -heterocycloalkyl; 

Bi, B 2 and B 3 are each CH, or two of Bi, B 2 and B 3 are CH and the other is N, 
15 or one of Bi, B 2 and B 3 is CH and the other two are N; 

R9 is hydrogen or lower alkyl; 

Rio is alkyl, substituted alkyl, alkyl-O-alkyl, alkyl-O-alkyl-O-alkyl, cycloalkyl, 
20 substituted cycloalkyl, A 2 -cycloalkyl, A 2 -substituted cycloalkyl, aryl, substituted aryl, 
A 2 -aryl, A 2 -substituted aryl, aryl-A 3 -aryl, A 2 -aryl-A 3 -aryl, heteroaryl, A 2 -heteroaryl, 
heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl- 
A 3 -heteroaryl, A 2 -aryl-A 3 -heteroaryl, aryl-A 3 -heterocycloalkyl or A 2 -aryl-A 3 - 
heterocycloalky 1 ; 

25 

R 2 i and R 22 are the same or different and are independently selected from 
hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, 
A 2 -substituted cycloalkyl, A 2 -aryl, and A 2 -substituted aryl; 

30 p is an integer from 2 to 6; 



q is an integer from 1 to 6; 
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r is zero, 1, 2 or 3; 
s is 1, 2 or 3; 
tis 1,2, 3 or 4; 
u is 1, 2 or 3; 

A 2 is an alkylene or a substituted alkylene bridge of 1 to 10 carbons, an alkenyl 
or substituted alkenyl bridge of 2 to 10 carbons having one or more double bonds, or 
an alkynyl or substituted alkynyl bridge of 2 to 10 carbons having one or more triple 



A3 is a bond, an alkylene or a substituted alkylene bridge of 1 to 10 carbons, an 
alkenyl or substituted alkenyl bridge of 2 to 10 carbons having one or more double 
bonds, an alkynyl or substituted alkynyl bridge of 2 to 10 carbons having one or more 
triplebonds, (CH 2 ) d — C^(CH 2 ) e — , — (CH 2 ) d — S— (CH 2 ) e — , 



bonds; 




— (CH 2 ) d — u-c— i^-(CH 2 ) e — , — (CH 2 -tdrC— : 

R 2i R 22 



r 



(CH 2 ) e 



R 2 i 
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•(CH 2 ) d — C— (CH 2 ) e — or (CH 2 ) d — N— C— O (CH 2 ) e — ; 

R 2 i 



d and e are independently selected from zero and an integer from 1 to 10 
provided that the sum of d plus e is no greater than 1 0; 

and an inner salt or a pharmaceutical^ acceptable salt thereof, a hydrolyzable 
ester thereof, or a solvate thereof, with the provisos that 



o o 
(a) where Ri is COOZ, where Z is (t— c 4 h 9 oc — or c 6 h 5 ch 2 oc — 9 and 

D 

— A_ c — is (CH 2 ) q , then B is other than amino or R 20 -NH- where R 2 o is alkyl, 
cycloalkyl, A 2 -cycloalkyl or A 2 -aryl; 



o o ^ ^ o 

(b) where Ri is c 6 h 5 ch 2 oc — , Xi is — c-n" n-c-o-c 5 to c 9 aikyi ? 



D 

and — a— c — is other than 



|j / >Ci-C 4 alkyl 



(1) (CH 3 ) 3— C — O — C-N^ ^ 



O 

(2) [ (H3O3— C— O— C] 2 N — Cj-C^ alkyl 9 



(3) amino C1-C5 alkyl, 

(4) C1-C4 alkylamino C1-C5 alkyl, or 

(5) piperidyl. 
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2. The compound as defined in Claim 1 wherein R 3 and R 2 are each H. 

3. The compound as defined in Claim 1 wherein Ri is carboxy or 
ary lalkoxycarbony 1 . 

o 

4. The compound as defined in Claim 1 wherein Ri is carboxy, — c— or ?3 

(CH 2 ) m 



s I J 

C — M — ' 



or — c-n 



R 



6 



5. The compound as defined in Claim 4 wherein R 7 is substituted alkyl, 
R^ is substituted alkyl and m is 2. 



o 

6. The compound as defined in Claim 1 wherein Xi is — c— r 7 or 

^-(CH 2 ), 

?l ( 

-C-N Y, 
(CH 2 ), 



where Y is 



o 
ll 

-N — C— A 3 — O — R 7 



II / R 4 
-N — C — 



N v 



N ' 



"N C A 3 — R 7 
II 7 
O 
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o 

7. The compound as defined in Claim 6 wherein — c— r 7 is 

o > — s ^ 
— c— n — P y;and 



o 

Y is n— c— o 





° V 

or n— c — <T 

A 



o 
II 

or n — c 



8. The compound as defined in Claim 1 wherein A is a bond, heteroaryl, 



(alkylene) 



I 

-(O — 

R 5a 



R 5a O 
? a II 
(C) — c— Z 

R 5a 
q=0 to 4 



-<CH 2 ) r 



(CH 2 ) J 



where Z is CH or N, r = 0 to 3, s = 0 to 3, 



(alkylcarbonyl cycloheteroalkyl), carbonyl cycloheteroalkyl, — n— c — 
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(CH 2 ) r 

\ ° 
» II 

(aminocarbonyl), 2 ch— c — (cycloheteroalkylcarbonyl), 

^ (CH 2 ) S -^ 

0 R 5a 
II I 5a 

— n-c-(c) — (aminocarbonylalkyl), or — n-c~ch=ch — . 

R 5d f^Sa 1 O 

9. The compound as defined in Claim 1 wherein B is heteroaryl, 
5 cycloheteroaryl, alkylcycloheteroalkyl, amino, alkylamino, dialkylamino or 
aminoalkyl. 



D 

10. The compound as defined in Claim 1 wherein — ch — i s — cH 2 mm , 



10 11. The compound as defined in Claim 1 wherein Xi is 



(CH 2 ), 

O 



-c—i 

(CH 2 ), 



I O . O 

where Y is n— c— a 3 — r 7 or n— c— a 3 — or 7 



15 

wherein A 3 is a bond, 



and R 7 is alkyl, cycloalkyl, aryl or arylalkyl, or Y is n 

I N 
H 



12. The compound as defined in Claim 10 where Xi includes the moiety 

20 

o 



O 
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13. The compound as defined in Claim 1 wherein 

O f 

Ri is carboxy, benzyloxycarbonyl, — c— n where Y is 



(CH 2 ) W - 

— n— c-n^ \ R 2 is H, R 3 is H, D is H, A is — c — , a bond, alkylene, 



" R 4 _ . . . „ II 



o 

— cycloheteroalkyl — c — 9 or heteroaryl, and B is amino, cycloheteroalkyl, or 
heteroaryl. 



CH 3 

/ 

CH — CH- 

/ 

14. The compound as defined in Claim 13 wherein R 7 is — CH ^ 

CH — CH 3 
\ 

CH 3 

is pyridyl, B is h 2 n— <^n— f z,-/ ^ where Zi is H, NH 2 CO or alkyl, or B 



11 V 
o v 



15. The compound as defined in Claim 1 having the structure 



o 

-OH 
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H 3 C-N 



o O 

O 




or its TFA salt, or 



OH o 

O ^ — N N 
O N ' 



or its TFA salt. 



10 



16. A compound of the formula 



D R 3 R 2 



B— A— CH- 



-Ri or 



S N x 

O X 2 



including an inner salt thereof, or a pharmaceutically acceptable salt thereof, or a 
1 5 hydrolyzable ester thereof, or a solvate thereof wherein: 

B 5 A, D, Ri, R 2 and R 3 are as defined in Claim 1 ; 



O 



ff ? ii / \ it 

X, is — C— R 25 , — C— N-C— C— R 25 



0 9 



II i? 

20 — C — ^N— R 25 or — C — ^N-S0 2 — R25; and 
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R.25 is a spacer terminating in a lipophilic group wherein said spacer comprises 
groups of 3 or more atoms or groups of 2 or more atoms and a phenylene, substituted 
phenylene, cycloalklene, heteroarylene, or heterocycloalkylene ring and said lipophilic 
terminating group is aryl, substituted aryl, cycloalkyl, heteroaryl, or heterocycloalkyl. 

17. A compound of Claim 16 wherein R25 is selected from the group 




consisting of — (CH 2 ) 5 (O / , ~ ( CH 2)e (O / 




— (CH 2 ) 4 — , NH— (CH 2 ) 4 (C^) 

— N— (CH 2 ) 4 , NH— (CH 2 ) 3 (0^> 

CH 3 




(CH 2 ) 4 /q\ f — O (CH 2 72°-\0/ , 



-0-(CH 2 )-C^O) , "(CH 2 )3— (0_ 





■o 



— (CH 2 ) 5 - 



s 



,0 , (CH 2 ) 2 NH— C— N 
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18. A compound of Claim 1 7 wherein R25 is selected from the group 
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— 0-(CH 2 )T 



(CH 2 ) 3 



- (CH 2 )>^^y^(py , — (CH 2 ) 5 -^ 



^ I? 

(CH 2 ) 5 -N^ (I , (CH 2 ) 2 NH— C— N 



— (CH 2 ) 3 f NH 




, — (CH 2 ) 5 — <^ y , 



— ch 2 — (q^-(ch 2 ) 2 ~ <^Q^) , — (CH 2 ; 



(CH 2 ) 5 jj^^ ' 311(1 \ ^ ( CH 2)2 



19. A compound of Claim 1 7 wherein 



R25 is (CH 2 ) 5 - 
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20. The compound as defined in Claim 16 having the following structure: 
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o 



5 
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5 




21. A pharmaceutical composition comprising a compound as defined in 
Claim 1 and a pharmaceutically acceptable carrier therefor. 

10 

22. A method for treating and/or preventing medical conditions in a 
mammalian species related to tryptase, thrombin, trypsin, Factor Xa, Factor Vila, or 
urokinase-type plasminogen activator and/or for treating and/or preventing asthma or 
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allergic rhinitis and/or for treating chronic asthma, which comprises administering a 
mammalian species a therapeutically effective amount of a compound of the structure 



D Ro R? 



B — A — CH" 



S N x 

O X x 



wherein: 



D is H or OR a 



10 wherein R a is H or alkyl; 



A is a linear string of A 1 , A 2 , A 3 , A 4 , A 5 , A 6 , A 7 and/or A 8 , in any order, such 
that A 1 may occur in the string from 0 to 6 times; 



15 



A may occur in the string from 0 to 2 times; 



A 3 , A 4 , A 5 , A 6 , A 7 and/or A 8 may each occur in the string 0 or 1 time, 
such that the total number of linear A groups is 0 to 6; 



20 



A 1 is — 



c — 

L 1 ' 



A 2 is 



*5b *5c 

-(C=C)— 



25 



o 
II 



A is c — 9 -cycloheteroalkyl — c — 9 or — c — cycloheteroalkyl; 



^5d 
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o 

A 4 is — c— ; 



A is cycloalkyl; 



A is aryl; 



A 7 is heteroaryl; and 



A is cycloheteroalkyl; 



wherein R 5a , Rsa 1 , Rsb, Rsc, and Rsa are the same or different and are independently 
selected from H, alkyl, aryl, arylalkyl halo or nitro; 



B is amino, aminoalkyl, aminoalkyl, aminocycloalkyl, cycloheteroalkyl, aryl, 



heteroaryl, alkylamino, carboxamido ( — nh 2 -c — ) or cycloalkyl; 



Ri is hydrogen, carboxy, alkoxycarbonyl, A 2 -aryl, alkyl, — C— R 7 9 



0 

— C N-I— 1 



(CH 2 ), 



Re 



o 
II 

-C-0-R7. 



O /( CH 2)v\ 

11 ( > 



o 
11 

-C — N — R 7 
I 

R 8 



■C N 

V_iCH 2 ) 



o 

II 

•c- 



/ 

\ 



(CH 2 ) Q ^Bi. 



(CH 2 )n 



■Re, — c— CH 2— O-R10 , SO2-R7, 



•B 2 



B 3 



II I 



R 9 



Rq 0 O D. R Q O 

I 9 II II f 9 I II 

C-N-A 2 - N— C-R 4 5 C-N-A 2 -N— C— OR 4 , 



O 



-C-alkyl-S0 2 -R 7j or 
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— C-aryl — S0 2 — R 7 5 

R 2 and R3 are the same or different and are independently selected from 
5 hydrogen, or alkyl; 



o o I i (CH2)m p f 

11 11 I if 

C— R 7 C N-H C N 



-(CH 2 ) 



Xiis — C— R 7 , 



Re 



V_iCH 2 )„ 



J 



10 



o 

II 

■c- 



/ 

\ 



(CH 2 ) D ^B L 



O 



■R 8 , — C-alkyl-so 2 -R 7 , 



(CH 2 )n 



•B 2 



*B 3 



O O 

■C-aryl S0 2 -R 7 , C — CH 2 -0— R 10 , ~ S0 2 -R 7 ? 



1? ? f • f 1? ? F» ? 9 f 

C— NH S0 2 — R 7 , C-N-A 2 -N— C-R 4 ? or C-N-A 2 - N— C-OR 4 



15 R4 and R 5 are the same or different and are independently selected from 

hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, 
A 2 -substituted cycloalkyl, aryl, substituted aryl, A 2 -aryl, A 2 -substituted aryl, 
heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A 3 -aryl, A 2 -aryl- 
A 3 -aryl, aryl -A3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 -aryl-A 3 - 

20 heteroaryl, aryl-A 3 -heterocycloalkyl, A 2 -aryl-A 3 -heterocycloalkyl, aryl-A 3 -substituted 
aryl, A 2 -aryl-A 3 -substitued aryl, aryl-A 3 -substituted cycloalkyl, A 2 -aryl-A 3 -substituted 
cycloalkyl, cycloalkyl- A 3 -cycloalkyl, A 2 -cycloalkyl-A 3 -cycloalkyl, cycloalkyl-A 3 - 
aryl, A 2 -cycloalkyl-A 3 -aryl, cycloalkyl-A 3 -heteroaryl, A 2 -cycloalkyl-A 3 -heteroaryl, 
cycloalkyl-A 3 -heterocycloalkyl, A 2 -cycloalkyl-A 3 -heterocycloalkyl, cycloalkyl-A 3 - 
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substituted cycloalkyl, A 2 -cycloalkyl-A 3 -substituted cycloalkyl, cycloalkyl-A 3 - 
substituted aryl, A 2 -cycloalkyl-A 3 -substituted aryl, substituted cycloalkyl-A 3 - 
cycloalkyl, A 2 -substituted cycloalkyl-A 3 -cycloalkyl, substituted cycloalkyl-A 3 - 
substituted cycloalkyl, A 2 -substituted cycloalkyl-A 3 -substituted cycloalkyl, substituted 
5 cycloalkyl-A 3 -aryl, A 2 -substituted cycloalkyl-A 3 -aryl, substituted cycloalkyl-A 3 - 
heteroaryl, A 2 -substituted cycloalkyl-A 3 -heteroaryl, substituted cycloalkyl-A 3 - 
heterocycloalkyl, A 2 -substituted cycloalkyl-A 3 -heterocycloalkyl, substituted 
cycloalkyl-A 3 -substituted aryl, A 2 -substituted cycloalkyl-A 3 -substituted aryl, 
heteroaryl-A 3 -heteroaryl, A 2 -heteroaryl-A 3 -heteroaryl, heteroaryl-A 3 -cycloalkyl, A 2 - 

1 0 heteroaryl-A 3 -cycloalkyl, heteroaryl-A 3 -substituted cycloalkyl, A 2 -heteroaryl-A 3 - 
substituted cycloalkyl, heteroaryl-A 3 -aryl, A 2 -heteroaryl-A 3 -aryl, heteroaryl-A 3 - 
heterocycloalkyl, A 2 -heteroaryl-A 3 -heterocycloalkyl, heteroaryl-A 3 -substituted aryl, 
A 2 -heteroaryl-A 3 -substituted aryl, heterocycloalkyl-A 3 -heterocycloalkyl, A 2 - 
heterocycloalkyl-A 3 -heterocycloalkyl, heterocycloalkyl-A 3 -cycloalkyl, A 2 - 

15 heterocycloalkyl-A 3 -cycloalkyl, heterocycloalkyl-A 3 -substituted cycloalkyl, A 2 - 
heterocycloalkyl-A 3 -substituted cycloalkyl, heterocycloalkyl- A 3 -aryl, A 2 - 
heterocycloalkyl-A 3 -aryl, heterocycloalkyl-A 3 -substituted aryl, A 2 -heterocycloalkyl- 
A 3 -substituted aryl, heterocycloalkyl-A 3 -heteroaryl, A 2 -heterocycloalkyl-A 3 - 
heteroaryl, substituted aryl-A 3 -substituted aryl, A 2 -substituted aryl-A 3 -substituted aryl, 

20 substituted aryl-A 3 -cycloalkyl, A 2 -substituted aryl-A 3 -cycloalkyl, substituted aryl-A 3 - 
substituted cycloalkyl, A 2 -substituted aryl-A 3 -substituted cycloalkyl, substituted aryl- 
A 3 -aryl, A 2 -substituted aryl-A 3 -aryl, substituted aryl-A 3 -heteroaryl, A 2 -substituted 
aryl-A 3 -heteroaryl, substituted aryl-A 3 -heterocycloalkyl, and A 2 -substituted aryl-A 3 - 
heterocycloalkyl; 

25 

R6 is hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 - 
cycloalkyl, A 2 -substituted cycloalkyl, aryl, substituted aryl, A 2 -aryl, A 2 -substituted 
aryl, aryl-A 3 -aryl, A 2 -aryl-A 3 -aryl, heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 - 
heterocycloalkyl, aryI-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 
30 aryl-A 3 -heteroaryl, aryl- A 3 -heterocycloalkyl, A 2 -aryl-A 3 -heterocycloalkyl, carboxy, 
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5 



if / R < / Rs 

alkoxycarbonyl, aryloxycarbonyl, C NL , — N^ , alkoxycarbonylamino, 

aryloxycarbonylamino, arylcarbonylamino, -N(alkyl)(alkoxycarbonyl), 
-N(alkyl)(aryloxycarbonyl), alkylcarbonylamino, -N(alkyl)(alkylcarbonyl), or 
-N(alkyl)(arylcarbonyl); 

m is an integer from 1 to 5; 



Y is O, S, N-R4, N-S0 2 -R 7 , N— C— A 3 R 7 , N-C— A 3 C^R 7 , 



o ooo 

IT 7/ N ^ II II / \ II 

10 N-C— O A3— R 7 , N X N-C-ti N — R4 f N — C — Isf N — C R 7 ? 

HN ' ^ ^ ^ ' 



of? P o 

II II 



15 



N-C— A 3 — C — R 7 , N— C-^ ^N — C— CH 2 O— R 7 , 



OO 0 0,9 

11 / \ 11 11 r-\ 11 II 

N C-1S^ N — C O— R 7 , or N— C-^ ^N — C— C R 7 ; 



R 7 is hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 - 
cycloalkyl, A 2 -substituted cycloalkyl, aryl, substituted aryl, A 2 -aryl, A 2 -substituted 
aryl ? heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A 3 -aryl, 
A 2 -aryl-A 3 -aryl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 

20 aryl-A 3 -heteroaryl, aryl-A 3 -heterocycloalkyl, A 2 -aryl-A 3 -heterocycloalkyl, aryl-A 3 - 
substituted aryl, A 2 -aryl-A 3 -substitued aryl, aryl-A 3 -substituted cycloalkyl, A 2 -aryl- 
A 3 -substituted cycloalkyl, cycloalkyl- A 3 -cycloalkyl, A 2 -cycloalkyl-A 3 -cycloalkyl, 
cycloalkyl-A 3 -aryl, A 2 -cycloalkyl-A 3 -aryl, cycloalkyl-A 3 -heteroaryl, A 2 -cycloalkyl-A 3 - 
heteroaryl, cycloalkyl-A 3 -heterocycloalkyl, A 2 -cycloalkyl-A 3 -heterocycloalkyl, 

25 cycloalkyl-A 3 -substituted cycloalkyl, A 2 -cycloalkyl-A 3 -substituted cycloalkyl, 
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cycloalkyl-A 3 -substituted aryl, A 2 -cycloalkyl-A3-substituted aryl, substituted 
cycloalkyl-A 3 -cycloalkyl, A 2 -substituted cycloalkyl-A3-cycloalkyl, substituted 
cycloalkyl-A3-substituted cycloalkyl, A 2 -substituted cycloalkyl-A3-substituted 



substituted cycloalkyl-A3-heteroaryl, A 2 -substituted cycloalkyl-A 3 -heteroaryl, 
substituted cycloalkyl-A 3 -heterocycloalkyl, A 2 -substituted cycloalkyl-A 3 - 
heterocycloalkyl, substituted cycloalkyl- A 3 -substituted aryl, A 2 -substituted cycloalkyl- 
A 3 -substituted aryl, heteroaryl-A3-heteroaryl, A 2 -heteroaryl-A3-heteroaryl, heteroaryl- 
A 3 -cycloalkyl, A 2 -heteroaryl-A 3 -cycloalkyl, heteroaryl-A 3 -substituted cycloalkyl, A 2 - 
heteroaryl-A 3 -substituted cycloalkyl, heteroaryl-A 3 -aryl, A 2 -heteroaryl-A 3 -aryl, 
heteroaryl-A3-heterocycloalkyl, A 2 -heteroaryl-A3-heterocycloalkyl, heteroaryl-A3- 
substituted aryl, A 2 -heteroaryl-A 3 -substituted aryl, heterocycloalkyl-A 3 - 
heterocycloalkyl, A 2 -heterocycloalkyl-A3-heterocycloalkyl, heterocycloalkyl-A 3 - 
cycloalkyl, A 2 -heterocycloalkyl-A 3 -cycloalkyl, heterocycloalkyl-A 3 -substituted 
cycloalkyl, A 2 -heterocycloalkyl-A3-substituted cycloalkyl, heterocycloalkyl-A 3 -aryl, 
A 2 -heterocycloalkyl-A3-aryl, heterocycloalkyl-A 3 -substituted aryl, A 2 - 
heterocycloalkyl-A 3 -substituted aryl, heterocycloalkyl- A 3 -heteroaryl, A 2 - 
heterocycloalkyl-A3-heteroaryl, substituted aryl-A 3 -substituted aryl, A 2 -substituted 
aryl-A 3 -substituted aryl, substituted aryl-A3-cycloalkyl, A 2 -substituted aryl-A 3 - 
cycloalkyl, substituted aryl-A 3 -substituted cycloalkyl, A 2 -substituted aryl-A 3 - 
substituted cycloalkyl, substituted aryl-A 3 -aryl, A 2 -substituted aryl-A 3 -aryl, substituted 
aryl-A 3 -heteroaryl, A 2 -substituted aryl-A 3 -heteroaryl, substituted aryl-A 3 - 



cycloalkyl, substituted cycloalkyl-A 3 -aryl, A 2 -substituted cycloalkyl-A 3 -aryl, 




,or 




n and o are independently one or two provided that the sum of n plus o is two 



or three; 



- 156- 



QA0210NP 



10 



15 



v and w are independently one, two, or three provided that the sum of v plus w 
is three, four, or five; 

R$ is hydrogen, halo, amino, -NH(lower alkyl), -N(lower alkyl) 2 , nitro, alkyl, 
substituted alkyl, alkoxy, hydroxy, aryl, substituted aryl, A 2 -aryl, A 2 -substituted aryl, 
aryl-A 3 -aryl, A 2 -aryl-A 3 -aryl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, A 2 - 
substituted cycloalkyl, heteroaryl, A 2 -heteroaryl, heterocycloalkyl, A 2 - 
heterocycloalkyl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl-A 3 -heteroaryl, A 2 - 
aryl-A3-heteroaryl, aryl-A3-heterocycloalkyl, or A 2 -aryl-A3-heterocycloalkyl; 

Bi, B 2 and B 3 are each CH, or two of Bi, B 2 and B 3 are CH and the other is N, 
or one of Bi, B 2 and B 3 is CH and the other two are N; 

R9 is hydrogen or lower alkyl; 



Rio is alkyl, substituted alkyl, alkyl-O-alkyl, alkyl-O-alkyl-O-alkyl, cycloalkyl, 
substituted cycloalkyl, A 2 -cycloalkyl, A 2 -substituted cycloalkyl, aryl, substituted aryl, 
A 2 -aryl, A 2 -substituted aryl, aryl-A 3 -aryl 9 A 2 -aryl-A 3 -aryl, heteroaryl, A 2 -heteroaryl, 
heterocycloalkyl, A 2 -heterocycloalkyl, aryl-A 3 -cycloalkyl, A 2 -aryl-A 3 -cycloalkyl, aryl- 
20 A 3 -heteroaryl, A 2 -aryl- A3 -heteroaryl, aryl- A3 -heterocycloalkyl or A 2 -aryl-A 3 - 
heterocycloalkyl; 

R 2 i and R 22 are the same or different and are independently selected from 
hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, A 2 -cycloalkyl, 
25 A 2 -substituted cycloalkyl, A 2 -aryl, and A 2 -substituted aryl; 

p is an integer from 2 to 6; 

q is an integer from 1 to 6; 

30 

r is zero, 1 or 2; 
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s is 1 or 2; 



t is 1, 2, 3 or 4; 



5 



u is 1, 2 or 3; 



A2 is an alkylene or a substituted alkylene bridge of 1 to 10 carbons, an alkenyl 
or substituted alkenyl bridge of 2 to 10 carbons having one or more double bonds, or 
an alkynyl or substituted alkynyl bridge of 2 to 10 carbons having one or more triple 
1 0 bonds; 

A3 is a bond, an alkylene or a substituted alkylene bridge of 1 to 10 carbons, an 
alkenyl or substituted alkenyl bridge of 2 to 10 carbons having one or more double 
bonds, an alkynyl or substituted alkynyl bridge of 2 to 10 carbons having one or more 
15 triple bonds, (CH 2 ) d — O- (CH 2 ) e — (CH 2 ) d — S— (CH 2 ) e — 




O 



(CH 2 ) d — y—C — lj> 
R 2 i F 



^-(CH 2 ) e — 



(CHsTd 



C— N— (CH 2 ) e — 



R22 



R21 



20 
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f 



O 

ll 



(CH 2 ) d — C— (CH 2 ) e — or (CH 2 ) d — N— C— O (CH 2 ) 

R 2i 



d and e are independently selected from zero and an integer from 1 to 10 
provided that the sum of d plus e is no greater than 10; 

and an inner salt or a pharmaceutically acceptable salt thereof, a hydrolyzable 
ester thereof, or a solvate thereof; 

23. The method as defined in Claim 22 for treating and/or preventing 
asthma or allergic rhinitis. 

24. The method for treating chronic asthma as defined in Claim 22 which 
comprises administering to a mammalian species by inhalation to the bronchioles an 
effective amount of said compound. 
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